Introduction
Colorectal cancer is one of the most prevalent malignancies worldwide, and rectal cancer accounts for 40% of all colorectal cancers. 1 The American Joint Committee on Cancer (AJCC) TNM staging system is the most commonly used algorithm in clinical practice. However, it is not perfect in the prognostic prediction and clinical management of rectal cancer.
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Colorectal cancer is a common cause of elevated CEA amounts, and CEA testing is recommended in assessing patients prior to surgery and for monitoring recurrence post surgery. 3 In 2000, the Colorectal Working Group of AJCC recommended that TNM groups should be stratified based on the presence or absence of elevated serum levels of CEA ($5 ng/mL) during preoperative clinical examination. 2 We have focused on improving the AJCC TNM staging system and applied the previously proposed C stage in colon cancer to rectal cancer. 4, 5 Using the Surveillance, Epidemiology, and End Results (SEER) database, the current large population-based study was performed, aiming to assess the improvement of prognostic accuracy and clinical management of rectal cancer with the C-TNM staging system.
Patients and methods study design and data source
The National Cancer Institute's SEER*Stat software, Version 8.3.5 (Surveillance Research Program, National Cancer Institute SEER*Stat software, www.seer.cancer.gov/ seerstat) was used to select patients diagnosed with rectal cancer between January 1, 2004, and December 31, 2010, from the SEER-registered database, which is an authoritative source of information on cancer incidence and survival in the United States ( Figure 1 ). The SEER database provides a comprehensive source of population-based information, including all newly diagnosed cancer cases in individuals residing in SEER-participating areas and covering ~28% of the US population.
As shown in Figure 1 , among these patients with rectal cancer, individuals with known CEA test results, AJCC TNM stage, and positive histological confirmation were included in the current study. Patients with unknown race, unknown tumor size, or non-adenocarcinomatous histology and those not treated by surgery were excluded.
c-TnM stage
Considering the seventh edition of the AJCC, TNM stages were not assigned to patients diagnosed before 2010. We obtained the anatomic extent of the primary tumor using the code "CS extension" to determine the corresponding T stage in the seventh edition for each patient; based on the code "regional nodes positive (2004+)," the N stage in the seventh edition was derived; using the code "Derived AJCC M, sixth ed. (2004+)", the M stage in the seventh edition was determined. Then, AJCC TNM stages (seventh edition) were manually assigned to each patient (I, IIA, IIB, IIC,  IIIA, IIIB, IIIC, or IV) . The CEA values of rectal cancer in the SEER database were recorded prior to treatment. Next, the patients with elevated CEA levels were designated as "C1 stage" and those with normal CEA as "C0 stage". Finally, a modified AJCC TNM staging system (C-TNM stage) was assigned to each patient after the incorporation of C stage.
statistical analyses
Several Cox proportional hazards models were built to identify independent prognostic factors. All hazard ratios were shown with 95% CIs. Variables that showed prognostic significance (log-rank test, P,0.20) in univariate analysis were entered in multivariate analysis using Cox proportional hazards models of the selected patients: tumor location, tumor grade, seventh AJCC TNM stage, tumor size, age at diagnosis, gender, and year of diagnosis. Kaplan-Meier survival curves were used to assess the prognostic values of different factors, with the log-rank test used to assess statistical significance. This study also designed a variable called N-C stage, combining N stage (N0, N1, N2a, and N2b stages) and C stage (C0 and C1, based on CEA levels), to compare the interaction between these two stages in patients with nonmetastatic rectal cancer.
Statistical analysis was performed with SPSS version 22 (IBM Corporation, Armonk, NY, USA), and two-sided P,0.05 was considered as statistically significant. The study was approved by the ethical committee and institutional review board of the Fudan University Shanghai Cancer Center. The data did not include that of human subjects or personal identifying information, and no informed consent was required for this study.
Results
c stage is a strong prognostic factor in the overall cohort Median follow-up time for the overall cohort was 63 months. At the end of the follow-up period, 5,544 (25.0%) patients succumbed to rectal cancer. Multivariable analysis was performed to identify significant prognostic factors in the overall cohort. We found that C stage was independently associated with cancer-specific survival (CSS) in 22,132 patients with rectal cancer and caused a 61.0% increase in risk of cancer-specific mortality (HR=1.610, 95% CI=1.219-1.705, P,0.001; Table 1 ). In addition, other parameters were identified as prognostic factors, including tumor location, tumor grade, seventh AJCC TNM stage, tumor size, age at diagnosis, and gender. In addition, multivariable Cox analysis of all the nonmetastatic rectal cancer patients (n=19,338, 87.38% of the overall cohort) selected from the whole cohort demonstrated that C1 stage was associated with a 56.9% increase in risk of cancer-specific mortality in nonmetastatic rectal cancer, again confirming the prognostic value of C stage (HR=1.569, 95% CI=1.467-1.677, P,0.001; Table S1 ).
Prognostic value of c-TnM stage combining c and aJcc TnM stages
Multivariate Cox regression analysis was used to assess HRs for various AJCC TNM-and C-TNM stages. Five-year CSS rates were also assigned to various C-TNM and TNM stages. Overtly, all C0-TNM-stage patients showed higher 5-year CSS and lower HRs compared with the corresponding C1-TNM-stage patients ( Table 2 ). In addition, HRs of stages IIA-C0 (HR=1.029, 95% CI=0.850-1.245, P=0.770) and IIIA-C0 (HR=1.060, 95% CI=0.823-1.366, P=0.650) were not significantly different from the HR of stages I-C1. Furthermore, the HRs of several stage C1-TNM patients even exceeded those of stage C0-TNM counterparts with higher conventional AJCC TNM stages. Cause-specific mortality increased in stage IIB-C1 patients (HR=2.478, 95% CI=1.660-3.699) compared with Figure 2A and B). OncoTargets and 
Discussion
The current study assessed the prognosis of different AJCC TNM stages in rectal cancer after combination with C stage (C0 stage, normal CEA levels; C1 stage, elevated CEA levels). The target patients with available CEA information were identified from the large population-based SEER database. We demonstrated that C stage was an independent prognostic factor; further analysis revealed that C1 stage may be a stronger predictor of worse prognosis. Therefore, we proposed the incorporation of C stage into the AJCC TNM staging system in clinical practice for rectal cancer assessment.
Despite the wide application in clinical practice for rectal cancer assessment, the AJCC TNM staging system only considers the invasion extent of the primary tumor (T stage), lymph node status (N stage), and distant spread (M stage) without taking into account other factors that influence the prognosis of rectal cancer. 6 The resulting stage is therefore not perfect in prognostic prediction, although several modifications in the past years have improved its predictive ability.
In 2000, the Colorectal Working Group of the AJCC proposed incorporating C stage as a means to further refine the TNM staging system. 2 However, the lack of a uniform definition of elevated CEA level 7 and other reasons hindered the incorporation of the latter parameter into the AJCC staging system until now. In an update in 2006, the ASCO expert panel concluded that data are insufficient to support the use of elevated preoperative serum CEA to determine whether to treat a patient by adjuvant therapy. 8 However, based on growing evidence regarding the usefulness of CEA in further determining patients' prognosis, we proposed that incorporation of C stage into the AJCC TNM staging system deserves further investigation. 9 In the present large, representative, and populationbased study, the AJCC TNM staging system was extended to include CEA test results. As shown earlier, all C1-stage patients had significantly increased mortality compared with C0-stage ones of the same TNM stage, with a 61.0% increase in HR of the whole cohort. The increased cancer-specific mortality of C1 stage was also validated in patients with nonmetastatic rectal cancer. Another finding of this study was that survival of several C0-TNM stages even exceeded C1-TNM stages with higher AJCC TNM stages. The increased cancer-specific mortality in stage IIB-C1 patients compared with stage IIIB-C0 or IIIA-C0 patients as well as in stage IIC-C1 patients compared with stage IIIB-C0 or IIIA-C0 patients indicated that CEA levels have an upstaging effect that may constitute an important complement for the AJCC TNM staging system, which could be of great clinical significance. In 2004, pooled analysis of five Phase III cooperative group trials showed local recurrence rates of 7% and 9% for the pT1-2N1 and pT3N0 groups, respectively. 10 Meanwhile, increased CSS in stage IIIA-C0 patients compared with that in stage IIA-C1 counterparts also seems to explain the lack of clear rank in pT1-2N1 and pT3N0 rectal cancer cases in predicting outcomes using conventional TNM stages. Although adjuvant chemotherapy is currently recommended by the National Comprehensive Cancer Network (NCCN) and the European Society for Medical Oncology (ESMO) in the postoperative management of stage II/III rectal cancer regardless of the fact that stage II has a significantly lower risk of recurrence, application of adjuvant chemotherapy remains controversial, and a large populationbased study showed that adjuvant chemotherapy does not improve outcomes in randomly selected patients with stage II rectal cancer. 11, 12 Currently, it is widely accepted that patients with TNM stage II colon cancer showing any of the highrisk factors, including T4-stage, obstruction, perforation, poorly differentiated histology, ,12 lymph nodes, presence of lymphovascular or perineural invasion, and positive margins, might be considered candidates for adjuvant chemotherapy. [13] [14] [15] [16] Yet, application of these high-risk features for adjuvant chemotherapy in stage II rectal cancer seems to be suboptimal. 17 We suggested that C stage could play a role in selecting more appropriate patients with stage II rectal cancer who should receive adjuvant chemotherapy and highly disagree with the application of adjuvant chemotherapy in stage IIA-C0 rectal cancer.
This study showed that stage IIIA-C0 (T1-T2N1M0) had similar cancer-specific mortality with stage I (T1-T2N0M0) C1 and 5-year survival (89.5% vs 90.4%). Considering almost the same in the T stage (T1-T2), the C1 stage was once again shown to be non-inferior to the N1 stage for indicating poor prognosis. However, in clinical practice nowadays, stage IIIA patients are treated with adjuvant chemotherapy, while stage I cases are not. 18, 19 Therefore, this study took into account the possibility of undertreatment of TNM stage I rectal cancer cases and overtreatment of patients with TNM stage IIIA rectal cancer. Meanwhile, toxicity and adverse events caused by overtreatment in TNM stage IIIA rectal cancer should be considered. Fortunately, C stage could distinguish well between stages I-C0 and I-C1 in TNM stage I cases and between stages IIIA-C0 and IIIA-C1 in TNM stage IIIA cases, providing additional evidence to support C stage incorporation into the AJCC TNM staging system and suggesting less chemotherapy in stage IIIA-C0, which also deserves further investigation in prospective studies.
The improved prognosis of several node-positive stages (stages IIIA-C0, IIIA-C1, and IIIB-C0, respectively) compared with multiple node-negative stages (stages IIC-C0, IIB-C1, and IIC-C1, respectively) suggested that node status may not be precise enough in predicting the prognosis of patients with malignant rectal carcinoma. In addition, all C0-stage groups in each N stage showed higher HRs and decreased 5-year CSS rates compared with C0-stage counterparts in the higher N stage. Our findings suggested that C1-stage patients would have similar prognosis compared with N1a-stage counterparts, indicating that C1 stage might also be a powerful predictor of poor prognosis. Considering node-positive stages received adjuvant chemotherapy while node-negative stages not, we believe that C stage may have its role in the guidance of adjuvant chemotherapy in rectal cancer.
This study had several limitations. First, the C-TNM stage did not take into account other prognostic factors, including the DNA mismatch repair (MMR) status, chemotherapy, and radiotherapy, which could independently affect patient survival. 18, 20 Second, although C1 stage may be associated with poor survival, whether C1-stage rectal cancer would benefit from current conventional chemotherapy remains controversial and deserves further investigation. Next, though colorectal cancer is a common cause of elevated CEA levels, such elevation could also be caused by biliary obstruction, inflammatory digestive disorders, smoking, and so on. 21 Finally, the abovementioned analyses were merely based on retrospective data. Therefore, future prospective clinical studies of C stage are required for a more sensitive risk-adaptive staging system.
Conclusion
This large population-based study demonstrated that C stage is an independent prognostic factor. We hold the belief that routine preoperative CEA testing should be conducted for all rectal cancer patients, with C stage included into the TNM staging system. However, further evaluation of C stage is required to identify optimal candidate patients who may benefit from adjuvant treatment.
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